Although cyclophosphamide i s e f f e c t i v e i n the treatment of s t e r o i d -s e n s i t i v e , frequently-relapsing nephrotic syndrome, l i t t l e data a r e a v a i l a b l e on the use of t h i s agent i n t h e treatment of children with s t e r o i d -r e s i s t a n t nephrotic syndrome. Six children who had a minimal change l e s i o n on both l i g h t and electron microscopy and who had f a i l e d t o respond t o an i n i t i a l 8-10 week course of prednisone (2 mglkgld) were studied. A l l 6 children had a complete remission during t r e a tment with cyclophosphamide (2 mglkgld f o r 12 weeks) and prednisone (0.5-1.0 mg/kg/d f o r t h e f i r s t 6 weeks). Three of these children have subsequently relapsed 6-18 months a f t e r t r e a tment with cyclophosphamide, and, because of the p o t e n t i a l gonadal t o x i c i t y of t h i s drug, treatment was r e i n s t i t u t e d with prednisone alone. All 3 p a t i e n t s sustained a complete remission within 2 weeks a f t e r r e s t a r t i n g only s t e r o i d therapy.
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These observations suggest: a ) cyclophosphamide may be e ff e c t i v e i n t h e treatment of s t e r o i d -r e s i s t a n t minimal-change nephrotic syndrome; b) p a t i e n t s who a r e i n i t i a l l y s t e r o i d r e s i s t a n t p r i o r t o treatment with cyclophosphamide may become s t e r o i d s e n s i t i v e following such therapy; and, therefore, c) i n i t i a l treatment of relapses which occur a f t e r a course of cyclophosphamide should be glucosteroids alone. The management of hypertension associated with UPRD i n children c o n s t i t u t e s a major therapeutic dilemma. the decision t o nephrectomize a p a t i e n t must be made on t h e b a s i s of c l i n i c a l judgment since a v a i l a b l e diagnostic procedures have not proven useful.
HYPERTENSION AND UNILATERAL PARENCHYMAL RENAL DISEASE (UPRD
11 p a t i e n t s l e s s than 20 years of age have been studied a t the Univ. of Minn. h o s p i t a l with UPRD. 8 were 15 years o r l e s s . Hypertension was found i n 8 subjects a t r o u t i n e physic a l examination; 2 had recurrent urinary t r a c t i n f e c t i o n s ; and 1 had seizures 2 months following a motor accident. A l l had d i a s t o l i c pressures g r e a t e r than 100 mmHg a s well a s normal r e n a l function. Radiographic s t u d i e s revealed non-visua l i z a t i o n of 1 kidney i n 3 p a t i e n t s , u n i l a t e r a l l y small kidneys i n 7 (5 of which had evidence of scar formation) and a small c o r t i c a l defect i n the upper pole of 1 kidney i n 1 pat i e n t . Selective r e n a l vein renin determinations were obtained i n 6 p a t i e n t s but l a t e r a l i z a t i o n t o t h e affected s i d e was noted i n only 2 p a t i e n t s .
Surgery appears t o have been e f f e c t i v e i n the majority of p a t i e n t s . 9 a r e considered cured, 1 i s improved on a n t ihypertensive therapy (Aldomet) and 1 has shown no improvement. These r e s u l t s suggest t h a t nephrectomy i n cases of hypertension with UPRD o f f e r s a b e t t e r prognosis i n young p a t i e n t s than t h a t reported i n a d u l t s . I n previous conrmunications we have demonstrated the presence of cryoprecipitable complexes of antigen and s p e c i f i c antibody i n the sera of p a t i e n t s and experimental animals with immune complex disease. Recently we have reported l o c a l i z a t i o n of renal tubular e p i t h e l i a l antigen (RTE) and s p e c i f i c a n t ibody i n t h e glomeruli of a p a t i e n t with s i c k l e c e l l disease and immune complex n e p h r i t i s and demonstrated an autologous immune complex pathogenesis f o r the r e n a l lesion. This study describes the i s o l a t i o n of cryoprecipitable complexes of RTE and anti-RTE i n t h i s disease. Cryoprecipitates were i s o l a t e d from t h e serum a s previously described. The cryoprecipitate was dissolved i n 3MKI a t 370C and f r a c t i o n s eluted from Sepharose 6B and Sephadex G200 column with 0.2M a c e t a t e buffer pH 5. Although the evidence t o date suggests t h a t , a s i n lupus n e p h r i t i s , the d i f f u s e p r o l i f e r a t i v e n e p h r i t i s associated with chronic bacteremia from infected v e n t r i c u l o -a t r i a l shunts i s produced by c i r c u l a t i n g immune complexes, the a n t igen i n the complexes has not been demonstrated. A complement r e a c t i v e cryoglobulin composed of IgG, IgM, C3 and C4 was
i s o l a t e d from a p a t i e n t with shunt n e p h r i t i s due t o staphylococcal epidermidis. Antibody produced i n r a b b i t s t o the p a t i e n t ' s washed cryoglobulin reacted by double d i f f u s i o n i n agarose t o the techoic a c i d i s o l a t e d from the i n f e c t i n g Staphylococcal epidermidis. I n v i t r o , the cryoglobulin a c t ivated complement by the c l a s s i c a l pathway. Both the p a t i e n t ' s serum and the cryoglobulin contained heat s t a b l e Clq precipit i n s (
Agnello, e t . a l . , Jn? 134:228s, 1971 ). Serum C3, C4 and properdin l e v e l s were i n i t i a l l y depressed while C5 and C3 proactivator l e v e l s were normal. Following removal of the infected shunt, the C3 l e v e l rose i n t o the normal range i n 10 days while the C4 and properdin l e v e l s became normal a f t e r 3 weeks.
These observations support the concept t h a t , a s i n lupus n e p h r i t i s and experimental immune complex n e p h r i t i s , circul a t i n g complement r e a c t i v e antigen-antibody complexes raanifested i n v i t r o a s cryoglobulins a r e responsible f o r the n e p h r i t i s .
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Brooklyn, New York When zymosan is added t o normal human serum, it i n t e r a c t s
Three brothers, ages12,7 and 6 years with a s t r i k i n g simid i r e c u y with properdin convertnse converting t h i s enzyme t o l a r h i s t o r y of psychomotor r e t a r d a t i o n , developmental d e f e c t s its a c t i v e form. This i n t e r a c t i o n requires no other f n c t o r s i n speech and reading, low I . Q . ' s , behavioral d i s a b i l i t i e s and and can be demonstrated i n v i t r o using p u r i f i e d properdin hyperactivity were found t o be retarded i n growth and s k e l e t a l convertase. Thereafter, properdin convertase can a c t i v a t e maturation. There was a p o s i t i v e family h i s t o r y of s h o r t p u r i f i e d n a t i v e properdin in t h e f l u i d phase so t h a t i t now s t a t u r e and mental retardation. The o l d e s t s i b l i n g had pan-
has t h e a b i l i t y to cleave C3 and thereby mediate t h e converhypopituitarism a s indicated by lack of increase i n serum HGH s i o n of C3PA o r properdin f a c t o r B. I n t h e s e r a of p a t i e n t s during i n s u l i n , arginine and deep sleep, low PBI and T4, low with membranoproliferative elomenilonephritis (MPGN) , a 24 hr. urinary 17KGS and lack of response t o metyrapone. Adcomplement r e a c t i v e mpterial, C3 n e p h r i t i c f a c t o r (C3NeF), ministration of 25u of ACTH produced a n increase i n plasma has been shown t o i n t e r a c t with C3 through t h e u t i l i z a t i o n of c o r t i s o l l e v e l s from 3.2 mcg/100 m l t o 19.4. The other two C3PA. m a n t i t a t i v e s t u d i e s by r e d i n l d i f f u s i o n and immunehad normal increases i n serum HGH and normal thyroid and adelectrophoresis of t h e sera of several p a t i e n t s with MPGN r e n a l functions. A normal increase i n serum TSH a f t e r admindemonstrate t h a t l e v e l s of properdin c o n v e r t~s e a r e o f t e n i s t r a t i o n of 7 pg/kg of TRF i n t h e t h r e e indicated an i n t a c t markedly decreased. In addition, it csn be shown t h a t C3NeF p i t u i t a r y gland. 'The increase i n nitrogen balance, plasma containing s e r a require properdin convertase t o consume FFA, i n s u l i n r e l e a s e , and t h e marked c a l c i u r i a and hydroxypros p e c i f i c C3 hemolytic a c t i v i t y . Hence, s e r a depleted of l i n u r i a produced by administration of H G H ruled o u t peripheral properdin convertase by antibody adsorption w i l l not i n t e r a c t unresponsiveness t o HGH. I t is possible t h a t a g e n e t i c a l l y with C3NeF t o e f f e c t consumption of C3 hemolytic a c t i v i t y . determined brain l e s i o n a f f e c t e d t h e hypothalamic c e n t e r s conIt, therefore, appears t h q t C3NeF functions a s a complex t r o l l i n g t h e a n t e r i o r p i t u i t a r y gland, r e s u l t i n g i n a multiple polysaccharide l i k e zymosan with the cleavqge of C3PA m d t h e deficiency of releasing f a c t o r s i n t h e o l d e s t and a decreased subsequent consumption of C3-C9 being dependent upon t h e s e c r e t i o n of an unknown hypothalamic f a c t o r involved i n proinitial a c t i v a t i o n of properdin convertase. (Supported in noting growth i n t h e other two. 
